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Risk of taking oral contraceptives in patients with a history of

migraine with neurological signs

f;? Clinical question

“What is the risk of taking oral contraceptives in patients with a
history of migraine with transient neurological signs?” A woman
with a history of migraine associated with hemiparaesthesia,
and possibly dysphasia, attended her general practitioner
suffering from irregular and frequent menstrual cycles. The
doctor considered treatment with oral contraceptives to
control her cycles and possibly relieve her migraine attacks.
He asked about the risk of treatment with oral contracep-
tives, compared with no treatment, in a patient with
transient neurological signs associated with migraine.

%D Search question

The interventions of interest were oral contraceptives.
Ideally, we sought evidence from prospective follow-up
studies of women taking oral contraceptives (OCs), in
which groups were compared according to relevant out-
comes. Case—control studies are a good research design to
investigate the association between common exposures and
rare outcomes, as in the current question. Unfortunately,
this design is also subject to a range of possible biases that
can distort the findings — recall bias, observation bias and
various biases involving subject and control selection.

p Search

PubMed and the Cochrane Library were searched for rele-
vant articles with English abstracts published since 1989.
Search terms included “migraine” combined with terms for
oral contraceptives (“contraceptive agents”; “contraceptive
agents, female”; “contraceptives, oral”; “contraceptives,
oral, combined”; “contraceptives, oral, hormonal”; “con-
traceptives, oral, synthetic”, “contraceptives, oral, sequen-
tial”; “progestational hormones, synthetic”), and “stroke”
or “cerebrovascular disorders.”

i@\: Summary of findings

This evidence search demonstrated the difficulties involved
in, firstly, assessing the incidence of adverse effects of
treatments and, secondly, in conveying these data to
patients. We found no prospective studies comparing stroke
risk in women taking OCs who did and did not have a
history of migraine. Similarly, we found no prospective
studies comparing stroke risk in women taking OCs who
experienced migraine with neurological signs and those
taking OCs who experienced uncomplicated migraine.
Nevertheless, other kinds of evidence suggested that
women taking OCs who had a history of migraine have a
markedly increased relative risk of ischaemic stroke,
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although the difference in absolute numbers of women

affected may not be as marked.

» A case—control study of women aged 20—44 years! found
that the relative risk of ischaemic stroke in women with
migraine and taking OCs was 16.9 times (95% CI, 2.72—
106) that of women without migraine and not taking
OCs. Women with migraine who used low dose OCs
(<50 hug oestrogen) had 6.59 times (95% CI, 0.79—
54.8) the risk of ischaemic stroke than women without
migraine who did not take OCs, but this estimate came
from a small number of cases and did not reach statisti-
cal significance. The relative risk of ischaemic stroke in
women with migraine who took OCs and smoked ciga-
rettes was 34.4 times higher (95% CI, 3.27-361) than in
women with none of these risk factors.

®» Similar results were found in a case—control study of
women younger than 45 years.? Ischaemic stroke was
13.9 times more likely (95% CI, 5.5-35.1) in women
with migraine and taking OCs than in women without
migraine and not taking OCs.

®» A pooled analysis of two US population-based case—
control studies® found that women currently taking OCs
who had a history of migraine were only twice as likely
(95% CI, 1.19-3.65) to have any kind of stroke than
women not taking OCs who did not have migraines.
While this supports the general finding, it quantifies a
much lower increased risk.

The evidence from the identified research for an
increased risk of stroke in these circumstances is convinc-
ing, but the size of the effect remains in dispute. Interpreta-
tion of the evidence in this case was complicated because
the studies did not allow calculation of absolute-risk differ-
ences between groups. In giving advice to patients, the
known increased relative risks for individuals must be
balanced against the absolute effects at a population level.
The identified studies show not only an increased relative
risk of ischaemic stroke in women with migraine who take
OCs, but also a greater than multiplicative increased risk
introduced by coexistent smoking. On the other hand, since
the overall risk of stroke for women in this age group is
small (5.5 per 100 000 woman-years according to the
World Health Organization Collaborative Study*), and is
smaller still in younger age ranges, the observed risk
estimates suggest ischaemic stroke will be a comparatively
rare outcome in any of the identified risk groups. Clinical
advice should incorporate these data as well. The ultimate
decision remains with the patient.

%) Outcome

The patient was treated with OCs pending the outcome of
the evidence search and gained relief of her gynaecological
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symptoms. However, she decided to discontinue taking Department of Health and Aged Care. Information about the project, including
oC h h id b ilabl clinical questions and answers, can be found at <http://www.med.monash.edu.au/
S when the evidence became available. healthservices/cce/>

Vivienne F Bernath

Research Officer References

Ornella Clavisi 1. Chang CL, Donaghy M, Poulter N. Migraine and stroke in young women: case

Research Officer control study. The World Health Organisation collaborative study of cardiovas-
cular disease and steroid hormone contraception. BMJ 1999; 318:13-18.
Jeremy N Anderson 2. Tzourio C, Tehindrazanarivelo A, Iglesias S, et al. Case control study of migraine

and risk of ischaemic stroke in young women. BMJ 1995; 310: 830-833.

3. Schwartz SM, Petitti DB, Siscovick DS, et al. Stroke and use of low dose oral
contraceptives in young women: a pooled analysis of two US studies. Stroke
1998; 29: 2277-2284.

4. World Health Organization Collaborative Study of Cardiovascular Disease and
Steroid Hormone Contraception. Haemorrhagic stroke, overall stroke risk, and
combined oral contraceptives: results of an international, multicentre, case-
control study. Lancet 1996; 348: 505-510.

Associate Professor and Director

Centre for Clinical Effectiveness, Southern Health/

Monash Institute of Health Services Research, Melbourne, VIC
cce@med.monash.edu.au

Acknowledgements

This search was conducted as part of a project supported by a General Practice
Evaluation Project grant, GPEP 720, the AQUA project, from the Commonwealth (Received 2 Apr, accepted 23 Jul 2001) O

Choose from 2800 jobs a week, and earn the best rates
of pay working in hospitals across the UK. Our unique,

medacs

fast and friendly service gives you more time and money,

to help turn your dream into a reality.

e-mail registration@medacs.com

Freephone: 1800 129 241 Freefax: 1800 141 528 ﬁg’
www.medacs.com Comedration

238 MJA Vol 176 4 March 2002



